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^-v: 1/ 



[W*« 1 ] 

* (I) 




(I) 



I 



[d*«K XttjfcjfclKT-* ^nyyg^, ^nr^I^fl < (4Cl-C47;i/n 

T-tt&£*i-c& 4 v>ci-C47;i/*;v^ C2-C47;i^-;i^ C2-C4t;v^-;^ C1-C4T 
Ri -S (O) i -1 (Ri f±Cl-C47;v*;V*£^U 1 14 0 ~ 2 <^>tt& 
&^-7o ) ^ -bni, ->7^i, #;i/*K*v&. Cl-C4T>U3*5/*^#— (R 

i ) 2 (Ri nmztm~<D&Mzmi-o ) , ri -co-nh-s (ri {4^12 

tRI— 0*l**3Ef o ) > Ri O-CO-NH-i (Ri l4ffiri2fc|W|— <DWfc*m-fo ) 
, Ri NH-CO-NH-I (Ri ttlftffifc H-O*efc*«- 0 ) > (R2 ) 2 N-CO 
-H (R2 (47K*iI^Xt4Cl-C47;V^;U»^^-ro ) . Xf4. R 3 Z-^(Z(4^*JI^- 
XtttfJI^tSL, R 3 (4^or>^t?aife$tt^:Cl-C47;V^;Hfe**-ro 
. k{4 1 ~4 0*E»C*^U k#2~4<DSSafc<&»^fcliXliffiftfco-CJ: <, RaM 

Rb {4, h— 3u±*B*fc 13 „ T^mm^-Xitci-ur^^^&^m'to ] 

- r > m^^mmmmoo 
imm 2 ] 

(II) 




[:£*K V{4C2-C47;W^r;^ ^nyvi^L< t4Cl-C47;Vn*>'^-CW&£*L*:Cl- 
C47^*^3fe. C2-C47;V^r-;^ C2-C47;V^r-;l/*, C2-C47;V3drv^ Ri -S 
(0) 1 -I (Ri {4Cl-C47;i'*;l^£3EU ltt 0 ~ 2 *>l£Sc ) . y?;i 

, C2-C47;V3^t~>3&;1/tK-;V^ (Ri ' ) 2 N-3£ (Ri ' (4C2-C47 

)v*)v&*gf? 0 ) , Ri -co-NH-i (Ri (±nraafcw— o*i**3£-ro ) ^ Ri 

O-CO-NH-S (Rx »4«rgEfcR-W*l*«:iEi- 0 ) „ Ri NH-CO-NH-I ( 

Ri temmtm-<D%-M*0L-to ) , (r 2 ) 2 n-co-i (r 2 te7k.mj&i-xizci-c 
47A>*fr&i$tto ) , x(4, r 3 z-^(r 3 Rvzimmm^ximmm^-zm-ro 

)*3EU Wli**®^ 'M3$*>JBHF\ Cl-C47;v*;i^X{4Cl-C47;V3*~>^£^L 
, mtilX»4 2*3EU 2 ©»'&'fc:ttWtt:ffl*a: o T 4 < . Ra&O f Rbf4. |W|— X 

-e^£*L£2(iH)-*y V J >ik&m 0 

[11*31 3 ] 

iffl3 9-^>a^oig^*»<W"t*fci6o^r«ijiRfi'fc l-co, (i) 




Rb 



m§E^ 2 004-3078932 
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^->>~: 2/ 



v*ci-C4T****k C2-C47 C2 - C47;v *7 ;v *o^1 
J™*k ri -s (0) , -* (rx (i ci-c4r^^^u ;iio : 2« 

*) Tn-« (Ri tt«litW-Ol*«t. ) > Ri -CO-NH-| (R. «ia 
kH-«I«t*t. ) , R i O-CO-NH-I (Ri »*»* kH -:®*f**^' r ) ft 
R, NH-CO-NH-i (Ri liW«fcm-«>tt***-*"o ) * ( R 2) 2N-CO 
-i (R, tt**K^X»C1^4TJU*^**r*i-. ) * XI*. R 1 Z if £ Z i^f If 

ai^)«*3cit^^*^tM^t * (i) 

OR a 



PQnr 




0) 



«*S*LT%J:v>Cl-C47***«k C2-C4T**--**. C2-C47**-** . C1-C47 
Ri - S (O) 1 -* (Ri I*C1^T******U 1 
),->ni, v7/2k ****** C l-C47*3*v***-*i> (R 

t H -Ol*«t. ) . R 1 O-CO-NH-i (Ri «« kn -?****Vn 
Ri NH-CO-NH-i (Ri l±tMEfcWI-0*l*«:*i-o ) > (R2 ) 2 N-CO 

-m (R 2 tt*»ww«ia-c4T^*****-*-. ) * R » z "f < z J****f 

R b 14, El-XttfflJIfc »K **ffi^X»±Cl-C47****«r^-ro 1 
T^^tti,2(lH)-^y 'J / VftWfcWttfll. 
[Hf 5 ] 
A (I) 

O OR a 




***** Ri -S (O) 1 -* (R 1 ( 4Cl-C47***i*i6U l»0~2OM 
) =. bDi, V7/^ ******* C1-C47*3^>*;1/*-** (R 

f) TV-* (R 1 ttttBfcW-®*****. ) > Rl - C °- NH -5i^i^f 
fcllU*****. ) . Ri O-CO-NH-i (Rx«;ia^-^ *ft i-o ) 

Ri NH-CO-NH-i (Ri «tt»Bkn-®****+« > - (R 2 ) 2 
-& (R2 ttAMWttCl-CiT**^**-*-. ) - R 3 z-*<zi±***^ 

xSr«?Su Rs tt^r/»m*^7^*««t. >**l 
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3/ 



Rb fix El— XttffiH&tK **JR : fXtiCl-C4T^^A'3fe«r^i-o ] 

$ tL* 2 (ih) - * y v y wis£* i fc * 1 1 «r#m t -r * mmmm 

6 ] 

taio^ (i) 




(i) 



i 

Rb 



■Cg&StLTfc iv>Cl-C47^*^afe, C2-C4T;V^-;W^ C2-C4T;V^-;V^ C1-C4T 
/wa*->3fe* Ri - S (O) i -1 (Ri l±Cl-C4T;V^;V*4r^L> 1(± 0 ~ 2 ©»Sfe 
S-S1"o ) ^ -fni> ->ryS> *>w#*V*, Cl-C4T^3*->*^#->u3!fs (R 
i ) 2 N-3fe (Ri Miat|W|-W^i*«r^i-o ) > Ri -CO-NH-i (Ri titufS 
i|W|-^iti*^^i-o ) . Ri O-CO-NH-1 (Ri WtflrSBfcpg— fcfS-To ) 
. Ri NH-CO-NH-1 (Ri (iTitrfB 4: EI—*)** ) , (R2 ) 2 N-CO 

-* (R2 i*frmm. : ¥-jittci-(%Tfr*)\<&*%t-r 0 ) , xa. r 3 z-*(zi4Hbwk?- 

> klil~4(OS^$U k # 2 - 4 OSft©*^ t tt X ttfflUft o T J: < , R a 25.*/ 

Rb ra— xwtia*&»K frmm?-x&ci-c4T)i<*)i<mzm-to ] 
[it 7 ] 

TGF-i8^IB«r«HI«I"t*^iC><0^r«i^fc LT©, 5*; ( I ) 




(I) 



-egm^ttr j;v>ci-C4t;v^;v*, C2-C4t;u^-;w^> C2-C4t;v*-;1'36> ci-C4t 

+ Ri - S (O) i-i (Ri tiCl-C4T;W4r;V*4:^L> ni0-2OSESk 

) . -hnl, ->7y*, C1-C4T;V3^">*;v**-^^ (R 

1 ) 2 N-3fe (Ri lifWEfcH-OiRi**^*-,, ) . Ri -CO-NH-* (Ri lilffB 

tra-oiftiacSrSE-ro ) , Ri o-co-NH-i (Ri \±mm£m— ws&it&to ) 

, Ri NH-CO-NH-1 (Ri tifrfBi W— ^^Sr^-To ) > (R2 ) 2 N-CO 
-36 (R2 {i7K*H?-X{±Cl-C47;i/^;Hfe^^1-o ) , 3Ui> Ra Z -3fe(Z ttlftSfJB^ 

, k(il~4<DSi^U k # 2 - 4 OtftOt^K ti X ttfi*4 o T J: <^ R , W 
Rb tf\ ra— Xfi*B^£*K 7(c*®?-XfiCl-C4T;v^r;v3i^^-ro ] 
-C>f£*l&2(1H)-*/ V y >ft^Wffo 
[BlfcS 8 ] 
* (I) 



tfcSE# 200 4 - 3078932 



#M 2 0 0 3-3 2 4 1 5 0 : 4/ 




(I) 



-e«&£*LT & £v>ci-C4T;v*;i^ C2-C4T;v^-;^ C2-C4t;V'^-;^ C1-C47 
jl/3*~>3fe, Ri -S (O) i (R i iiCl-WT^^afc^U Mi 0 ~ 2 ©SSE» 
^^-To ) > -hoi, y/;i> A^*^y£ Cl-C47^3^'>*>HK->Hfe, (R 
i ) 2 (Ri {iBufBtIWI-omi*^^i-o ) , Ri -C0-NH-* (Ri «IB 

fc|BI-oatl*S:3E-ro ) > Ri O-CO-NH-i (Ri ttHtiBtra— Oifti*4:tfei-o ) 
, Ri NH-CO-NH-1 (Ri (imllSh |Wj— <0ifti**^"to ) , (R2 ) 2 N-CO 
(R2 (i**H^3l{iCl-C4T^^^^^i-o ) > Rs Z -&(Z {tJt&Wfr 

, kttl~4©SEafe*3EU k^2 ~4 OlM^:iiXliM4ot J: < , RaM' 

T?^$tL42dH)-#y u ^ >it&mt?Fmnmft.tz&m-tz>z- fc£#mfc-r&TGF- 
9 1 

tgf — & ^mMffm^wn^m tint 2§*jsftjw <«s t^dtia 




(I) 



1 

Rb 



r-g^^tL-c^) «tv^ci-C4T;v^r;v^> C2-C4t;v^-;v*. C2-C4t;^^^;v*, C1-C47 

/l/3*~>3k Ri -S (O) 1 -& (Ri {±C1-C4T;V^;V*«:^L. Ili0-2«lft 
) . -boi, y7;i, *Jl/*>->S, Cl-C4T^3^r'>*^#— (R 
1 ) 2 (Ri JifrtBtn— <0*i**^o ) . Ri -CO-NH-i (R 1 iistrfS 

fcH-<ojtt**^-*o ) x Ri o-co-NH-i (Ri »±ijk*:h— ©Mcfc^-To ) 

, Ri NH-CO-NH-S (Ri iimSMZt |W|— O^^r^-To ) ^ (R2 ) 2 N-CO 

(r 2 &frmB.=¥-xitci-c4T)\'*)vm*m-ro ) , Rs z-mizitm^?- 

, klil~4Wli^U k^2~4 0g8c<7>&£-fc«:Xf±*l^fco-C <£ < , RaW 

■c^$*L*2(iH)-*y u ^ yik&mv&mo 

1 0 ] 

* (i) 




(i) 



Rb 



•cg&StL-cfc iv»ci-C4T/i>*/i/ak C2-C4T;v^-;v^, C2-C4t;v^-;v^ C1-C4T 
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JV3^vS, Ri-S (O) i (Ri {iCl-C47;v*;v*£^U 1 fi 0 ~ 2 <7)^gk 

i ) 2 n-^ (Ri \*mmkm-<ois-M*0Li-o ) > Ri -co-nh-i (Ri imm 

tFl-<V1g-M*£i-to ) , Ri O-CO-NH-i (Ri iiMIBt|WI-0^i*^^-ro ) 
> Ri NH-CO-NH-S (Ri ItmZt <OM^^o ) , (R2 ) 2 N-CO 
(R 2 \±7kmWLl-y.\±Cl-QAT)\<*)V&*^t 0 ) % 3U±. R 3 Z-afeCZIiBfcfcK^ 

„ kfi 1 k**2~4<^S^O^^tiXfiffi*^oTJ: <> R . 

o 

[Jpf*qS 1 1 ] 

m%}&v>&. (i) 




I 

R b 



-es^^^tr^ iv>ci-C47^*;m, C2-C47;i^-;v^> C2-C47;v^-;v*^ C1-C47 

;Vn^^ Ri-S (0) i -M (Ri {iCl-C47;W#;W*4:*L. Ili0~2©i» 
Sr^-to ) > - ho*, v7;i, */Hi?*~>^ Cl-C47^3*">3&^#— (R 
1 ) 2 N-» (Ri iiHifEi:l^-OEi*^^i-o ) , Ri -CO-NH-i (Ri ttflirlB 
fcRI— 0*l*S:^"to ) , Ri O-CO-NH-S (Ri {ifltflB t (WJ— O tl^ft o ) 
. Ri NH-CO-NH-i (Ri limflB t |W|— O*l*«r^o ) . (R2 ) 2 N-CO 
-* (R2 (±^H^X(±Cl-C47;i'^;v*^^i-o ) . Xit. Ra Z-atCZtiift*^ 

. kfi 1 ~4 Wit^gL, k#2~4©fi#<&:»^fcttXtt;|S*fcoTJ: <, R a 
Rb li> R-XttffiftfcfK imBL=f-X\±Cl-UTfr*fr&*&to ] 



ffiiE# 20 04-3078932 



#M 2 0 0 3 -3 2 4 1 5 0 ^- v : 1/ 



[*«*] to# 

[^«co^#] 2(iH)-^y y y ><it&mtt i a a ^-y^i^^iMt 

[Sfir^S 1 ] 
[0 0 0 1 ] 

[0 0 0 2] 

t:il37-y> »ft^©S&S» d^in Ltv^ci 3&*«tH $ fix (flj £ UT , 

^lx^mreis^^) 0 t/-, mmitLtzmmz^x^ to*^^n 

2 #RB) 0 TGF-£ti. I M=r 9 ->*>«Wof&5£-I:£iliD£-£. =*7- 
**>©jg£3iai. lH>Ttt, *L»©»*|<tfcBg.5-L.Tv»*£ fc#7F$*Lrv>* (AH*.**, 

f - /?*n^T>mt!f:#fcT g f - z.bitz£ *) ^ mm^mmit^m^ti 

, ztiiz^mm&mtf&mztizztrfWhfrizztLx&t) ^#ms, 
&&w-xwt6Rzmftftjciai7&m) . ££tgf- pommft^y'i-WxMKttLxw 

1 0#BB) „ 

[0 0 0 31 

[H^SfcSlltt 1] J. Invest. Dermatol., 94, 365, (199 
0) 

2 ] Proc. Natl. Acad. Sci. USA, 88, 6642 
, (19 9 1) 

[#M£Bfcfclft3] Lab. Invest., 63, 171, (1990) 
[^^pStTfcflU ] J. Invest. Dermatol., 94, 365, (199 
0) 

[^MflHHR 5] Diabetes, 45, 522-530, (1996) 
[immXffi. 6] Proc. Natl. Acad. Sci. USA, 96, 127 
19-12724, (1999) 

7] Proc. Natl. Acad. Sci. USA, 97, 801 
5-8020, (200 0) 

[0WWf$iM8] Au t o i mmu nity, 35, 277-282, (2002) 
[##f«:jS£9] J. Hepatol. , 37, 331-339, (2002) 

10] Life Sci., 7 1, 1559-1606, (2002) 

[fl^OK^] 
[0 0 0 4] 

&mmmmM) <om& • &m*®m2ixx\,*z 0 

[0 0 0 5] 
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**w#e>»±. ***#8W>t\ mirt^iif> TISco^: (I) -e^£*i£2(lH)- 
1. * (I) 




(l) 



R b 



-ee^^tLT^ J:v^ci-C4T;v^r;^ C2-C4t;v^-;v^ C2-C4t;v^-;v^ C1-C47 
;V3^rv», Ri - S (O) i -i (Ri tiCl-C4T;V*;i^£SEU HiO~2<DSSc 
*fE1"o ) > -hni, ->7/i^ #;v^*v3fe, Cl-C4T;V3#i/*;v>K^;Hfe. (R 
i ) 2 N-* (Ri UffilBfcW— <0*l**^1-o ) > Ri -CO-NH-i (Ri tttfTfB 
tra-<0*l**^Ei-o ) > Ri O-CO-NH-i (Ri ttmEfcRI— ©TftBfcfc&l-o ) 
. Ri NH-CO-NH-i (Ri HMUt |W)— OjftBfcfc^"*-,, ) > (R2 ) 2 N-CO 
(R 2 {±7K*M?-XtiCl-C4T;v^;v^«-^i-o ) , Xli, Rs Z-*(Z{±M*H^ 

-e^sti* (f»iLto) 2(iH)-^y y y yik&m (mr> (i) fcfBi- 

2. gfc (II) 




(II) 



Kt, VJ4C2-C4T Any>H^t< f±Cl-C4T;Vn^i/*t?g^$ tt/c:Cl- 

C47^^;v^ C2-C4r;v^-;^> C2-C4r;v^-^S. C2-C47;va* v*. Ri -s 
(O) i -i (Ri tiCl-C47;v*;v^£ifcU l.li0-2rol»**t. ) , v7/S 
. */l/#*->2fe % C2-C4T^3#V*^^-^af^ (Ri ' ) 2 N-3£ (Ri ' I4C2-C4T 
;i/*;v»£^1- 0 ) > Ri -CO-NH-S (R 1 ttfrlBfcro—W 3ft 1**^0 ) . Ri 
0-CO-NH-i (Ri ttKfffifc <Biftl*fc£-*-o ) , Ri NH-CO-NH-I ( 
Ri fiMffi^IWI— ^711*^*1-0 ) . (R2 ) 2 N-CO-I (R2 \ti^.mW^JLitQ,l-Z 

47J^;v*$:$to ) ^ xa. Ra z-i(R 3 Rvtztemmw^xn^m^zmto 

> mfil3ZJ4 2 mri ? 2 <Di^t:iiWlifflI^ot * < , R a S.t>* R b WU H— X 

»K *.*M?-Xt±Cl-C4T;V^^S:*-t-o ] 

-c^£*l&2(ih)-*^ y y Xk^® ; (&t\ ^w-fk-fr* (ID fcfa-f -fctf*fc*o ) 

3. Il37-y>lfe^?^?P0Jt*^O|t»i:Ltro, * (I) 
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(X) k -n- 




-CS^^tL-C .tv^Cl^T;!/^^*. C2-C4T;V^-^. C2-C47;v*-^^ C1-C4T 
jvn^yj, Ri -S (0) i-i (Ri «ci-C4T;v^;^^^L. lli0~2OS|[ 
£^1"o ) > -bni, ^t^S, #;v***->^ Cl-C4T;v=J*v'#;w-K-;i'*> (r 
i ) 2 N — 2fe (Ri fifrietl^— ^^>*^^1"o ) > Ri -CO-NH-i (Ri teftfffi 
t®-<D^m*3i-l-o ) , Ri O-CO-NH-S (Ri {±tuffii:|W|-0^i*?r*i-o ) 
, Ri NH-CO-NH-i (Ri (iMfE t m~<VMM*m-fo ) > (Ra ) 2 N-CO 
-m- (R2 (iTfc^Hi^XfiCl^T^^^^^i-o ) , 3Z.}i^ Rs Z-*(Z{±m*il^- 

, klil~4©llc^U k ^ 2 ~ 4 Ol^Oi^ C li X iifflli o T J: < , RaX^ 
Rb i±. |WJ-X{i*im*f9. TlcmJl^XtiCl^T^^^^^I-o ] 
T^£*L£2(lH)-*y V / Wt^^ffl ; 



f«&£tLTfc J;v>ci-C4T;v^;i/*, C2-C47;t^-;v^ 02-047^^-;^ C1-C4T 
*3*5/*, Ri-S (0) 1 (R 1 {iCl^T^A-ftSr^U Ki0~2©l|[ 
£3c-fo ) . - hum, yT^i, *;v**^~>^ Cl-C4T;i/3* v#;V**~;l/^ (R 
1 ) 2 N— 21? (Ri {ififriai:|WI-05ti*^a-to ) . Ri -CO-NH-4 (Ri timfIB 
t|il-W^i**^i-o ) , Ri O-CO-NH-i (Ri ii1tfiBi:l^-^^"*^^-to ) 
. Ri NH-CO-NH-i (Ri iifflmt m-<V1tm*Wi1r 0 ) . (R2 ) 2 N-CO 

(r 2 it7Kmm^-xitci-c4T^^^m^^-r 0 ) ^ xt^ Ra z-^cztemstiH 1 

Xfi^jtHT-fc^U Rs {±^^^>> , ^'li^•cfi^$i^^Cl-C4T;^^>'^* : £r^■t"o )£^L 
, kl±l~4WiMU k^2~4<9^2£W^KfiXf±;ffl#l&o-CJ: <, Ra&tf 

5. ^ (I) 



T-ft&£*LT& J:v*Cl-C47;i'*Jt'^ C2-C4T;V^-;V^ C2-C4T;v^r-^^ C1-C4T 
j^Jfyi, Ri - S (O) i-i (Ri fiCl-C4T;v^r;v^?r^L, 1 f± 0 - 2 Wit 
£^-fo ) ^ ->T^*^ *;v**^->^ Ci-C4T;vn^r'>*;i'^-^^ (R 

1 ) 2 N-^ (Ri t±*flSt|W|-<0^i*^^-t"o ) . Ri -CO-NH-S (Ri 





9 OR a 
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4/ 



tm— Oit^^^-To ) ^ Ri 0-CO-NH-S (Ri {iffilfitlWl— V&MZ^-fo ) 
, Ri NH-CO-NH-i (Ri {±«ftfi t [WJ— <D^^^ir 0 ) , (R 2 ) 2 N-CO 

-i (r 2 tefcmm?xteci-uTn'*)i'&*m-?o ) . xt±. r 3 z-mz\±wmw^ 

XMJtJIU^^U R 3 ^i^^^y>J!E : f•■t^®^$^^^Cl-C47;^^r;^^ : S:^o )£^L 
, kfi 1 ~4£>^c£3tU k^2 ~4<75^ic<7)^^{iX^ffi#>5:oT J: < , R a $.1^ 

Rb «\ iwi-xra^^<9^ 7jcstm^;ju±ci-c4r;i'*;i'&£iH-o ] 
) ; 

6. tMOS (I) 




(I) 



■^S^^ttT^) iv^ci-C4T;v^r;v*s C2-C4T;v^-;H, C2-C4t;v3t-jH. C1-C4T 
;v3^yi, Ri - S (O) i -I (Ri (±C1-C4t;v^t;v*^^l, lliO~2(Dli: 
^^-To ) > -fni, yr;i, #;v**^>L ci-C4T;v3^->*;v**-;i/^ (r 
1 ) 2 N-I (Ri }ittflBt|WI-0^(*^^i-o ) . Ri -CO-NH-S (Ri tifTlB 

tn-oitim^^-ro ) . Ri o-co-NH-i (Ri (itriaiiiwi-co^^fti-o ) 

, Ri NH-CO-NH-I (Ri fifuiB t |WJ— 0)^*^0 ) . (R2 ) 2 N-CO 
-m (R2 fiTK^T-XJiCl^T^^r^^S-ro ) , X(i> R3 Z-KZttM^ 

7. TGF-/?Of^ffi*»J-t-^^4f)^^^t LT(75, 5£ (I) 




(I) 



R b 



D£*. Xf*7MitIH\ TKmL 'May^nt^ ssurym=F%L < HC1-U7 fra 

-es&£*L-c& iv^ci^T^^n, C2-C4t;i^-;H. C2-C4t;v^-;v*. ci-C47 

Ri -S (O) 1 -I (Ri fiCl^T^i^HS-^U Ui0~2?>Sifc 
£*"fo ) > -fni, y7>i, #;i/***->L Cl-C4T;vn *->#;i/**-;i/L (R 
1 ) 2 N-I (Ri }ifrfBt|WI-^iti*^^-ro K Ri -CO-NH-I (Ri (±MlB 

ti^-o^i**^-r 0 ) . Ri o-co-NH-i (Ri tisiriBi: wi-<D&m*m-fo ) 

, Ri NH-CO-NH-I (Ri HMUt m-^n^mrTo ) > (R2 ) 2 N-CO 
-I (R 2 {iTK^^XfiCl^T^^r^I^^i-o ) . XH\ R 3 Z-KZfim*!!^ 

, kti l ~4«>SE3fc**U ktf*2~4 0S^«^KttXfi*gJI&o-CJ: <. R a M 
8. 5£ (I) 
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I 

Rb 



-efi&$*LT& i^Cl-C4T^^^S, C2-C4T;V^r-;i/^ C2-C47;V*-;i^ C1-C4T 
;i/n^v^ Ri - S (O) i-l (Ri iiCl-C47;v*;l/l£^U Hi 0 ~ 2 cD^tfc 
£JrTo ) > -hnf, ->7^^ *;v**4yi, C1-C47 ;vn # (R 

i ) 2 (Ri nmmtm-<Dikvfczmi-o ) . ri -co-nh-s (ri i±mz 

tFl-^MZm-To ) % Ri O-CO-NH-S (Ri {iHtrSBt|WJ-<^^i*^^i-o ) 
„ Ri NH-CO-NH-i (Ri «I5 1 l^-Oj§:l*£irFo ) > (R 2 ) 2 N-CO 
(R 2 (iTlc^M^-XiiCl^T^^^S^^i-o ) ^ Xti> R3 Z -*(Z ^;im*IiH : - 
Xi±«JIH 1 £^U R3 ^i/^^^^'^•e©m$^^^Cl-C4T;^^;^*^^-ro )£^tL 
, k&l~4tf>^ijc£«cU krt ? 2 ~4<^K^^tC(iX{±ffiM^oT J: <. R a #0* 
Rb fi, [wl-XiiffiH* !K 7K*m^Xf±Cl-C4T;v^r;H^Ri-o ] 




(I) 



Rb 



-trggi£*i.-c& i^ci-C4T;i/3r;H, C2-C4r;v^-;H. C2-C4t;v^-;H, ci-C4t 

^V^yS, Ri -S (O) 1 (Ri {iCl-C4T;V^r;H^^L, ni0~2«l|[ 
£^-r<> ) ^ -fal> ->7^i, #;i/***v^ ci-C4t;v^^tv^;v**-;H, (R 

1 ) 2 N-s (Ri itmm£wi-<7>Mmzm.-?o ) > Ri -co-nh-s (ri amia 
ti^-^>jti**^-ro ) ^ Ri o-co-NH-i (Ri nmmtm—(DM^miir 0 ) 

. Ri NH-CO-NH-I (Ri }±miB h IW| — <7)M&t*m-fo ) . (R2 ) 2 N-CO 
-m (R2 (iTlc^m^XJiCl^T^^^SSr^-ro ) > JU±, Rs Z -1(Z te^SlIi^ 
Xii^JtBK^ Sr^cU R 3 li^ny >^T'^?n^Cl-C4T^^;H^^1- 0 )£^tL 
, klil~4©S^^U k^2~4^»S^^^{iX}iffi^^o-Ci <, RaW 

Rb m— x&ttm%*). 7kmmi L xiici-c4T)i>*)v&zm'fo i 

10. 5£ (I) 




0) 



-eg&Sft-cfc i^ci-C4T;^^;H> C2-QAT fr*-*'^ C2-C4t;v^-;vl C1-C4T 
^3^->l, Ri - S (O) l -1 (Ri {4C1-C47 ^3r;H£^U Hi 0 - 2 <7>^gt 
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i ) 2 N-i (Ri {i1friBt|W|— (DM^mi-o ) . Ri -CO-NH-i (Ri iilttrffi 
t|WI-om=Sr^-r 0 ) „ Ra 0-CO-NH-i (Ri fiMIBi: Wl-aMM^m-To ) 

> Ri NH-CO-NH-» (Ri (imiB 1 IH-^lSfcSrSH-o ) „ (R 2 ) 2 N-CO 

(R2 &7k*m^XtiCl-C4T;i'*;i'i£3Et-o ) s Xit, R 3 z-*(z{±m^m^ 

> kfil~4<9S8fc£3tU k^2~4 0^m^>^^tiX{±^^oTJ: <. R a Xtf 

1 1 . ( 1 ) 




(I) 



I 

Rb 



*ir & «fc v>ci-C4 t;v*;i^ C2-C47;v4--;i^ C2-C4T;w^-;i/^ ci-C4t 

^^v^ Ri - S (O) 1 -m (Ri l±Cl-C4T^*^aftfEL, ltt 0 ~ 2 O^ifc 
**"to ) ^ -l>Di, ->7yi, *;V**4rv^ Cl-C4T^3*->*/l/#-^3fex (R 
1 ) 2 N— 31 (Ri (imfl3t|Wl— <D : Mtt*m.-to ) > Ri -CO-NH-i (Ri fi^rffi 
fcra— O*l*Sr^E-r 0 ) , Ri O-CO-NH-i (Ri ii^IBi: O^^^fo ) 
, Ri NH-CO-NH-i (Ri {iHflSt R-W*l*«:^i-o ) . (R2 ) 2 N-CO 
-i (R 2 (i7fc^il^X{iCl-C4T^^;vi^^1-o ) > XUU R 3 Z-iCZtiBHfclKT 
XliflcElR^fc^EU R 3 {i^^n^>H^--e®^$tL7tCl-C4T^^r^i : J:^-to )£^L 
, kttl ~4oa£fifc*&U k # 2 ~ 4 ©lt©MCIi X liffil^ o T J: < , R.Stf 

Rb », m-xi±mm% *k ^mm^xitci-oiT^^^m^m-ro ] 

[0 0 0 6] 
[0 0 0 7] 

«lffBOXtci5tt*^n^>lK^t LTtt, 7?»If, H*]I^ a^JEJR^ 

tf$> bfhtl. n yym^g L < &C1-C4 T ^ =1 * i/mx-W& ZtlTi>£ V>C1-C4 T )V * )V 

*U C2-C4T;i/*-;vii Ltlt fllAtf, .x?-^;^ tf = ;HHfc&*a&lf Cl- 
C47;i/3^fyii: LTf± % fliltf, ^ h*vi. h ^vi^&lf Cl-C4T;u=7 
+ y*;i/**-;v$i:Lt(i, MxJf. ^h^y*^)H, h )\,7£-)\,&*$& 

KHBOXt^»t*. Ri - S (O) 1 -iiiLTfi. fllxff, y^;i^*i, ^^ywv 
7-f-M, ;* * >*;v*^;i/g^&*£tf <b*i. (Ri) 2 N-i 
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fcLTHU mjL&, yif^75 y^^fctf Ri -CO-N 

H-SfcLTIi, «x.tf. 7-bf^75 7»W£lf "btU , Ri O-CO-NH-It 
LTtt, t^Atf, h^y*;i/**-;VT5 S&mWib\f htl. Ri NH-CO-NH-i 
tLTii, fflz.&, ^ f ^ * ;v**^;V7 5 y *f^$>(f tt, (R 2 ) 2 N-CO 

7)i/tn^f;i/ftl, 1,1.2. 2 — 7" h 9 nx b 3r S'lHfrF&tf £>*t<l>o 

[0 0 0 8] 

(I) c^-SUfi. Chemical Papers (1997), 5 

1, 33^> Synthetic C ommu nications (2000), 30, 2 

*§bWtt&m (II) iiffm^^T'^^o W0 9 7/3 5 5 6 SfMS^O 01/ 
7 9 1 8 7#^«t**ao«^»4*»**1-*'fb#«J* , ra^$*tTV^*«. 

(ii) fc««o#«*^i-*<b^woAff»*iB«t±fire»^L-t:v>&v>o s 

[0 0 0 9] 

(I) 5ft (HI) (ft*. X. Y&t>* ltttfrffifcRI— 3E-*\, ) -CZF 

£ti-Mb-£-%£> (IV) (5$;^ RaMRb (imrlfli:|W|-^^"*^^i"o ) T^$*t 
&4k&yob (Russian J. General Che m. (2001 

). 7 1. 1 2 5 7 #1) ZttzZ ToMT&i-ZZtWZZo 




("I) (IV) R b R b 



[0 0 10] 

sic tt&mm-* (1) ~ (33) "c&ztL&*4t&m (D £M^-r&o 
si *vc&m (i) 




a) 



Rb 



[0011] 
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mi] 





(x) k 
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T T 

rl 
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u n.3 
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C rl 3 
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T T 
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rl 
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rl 
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T T 

rl 
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(7) 


3 -CH2OCH3 


T T 
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T T 

rl 


(8) 


3-CH=CHCH 3 


T T 

rl 


T T 

rl 


(9) 


3-C=CH 


T T 
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T T 1 

rl 


( 1 0) 


3-OC 2 H 5 


T T 

rl 


T-T 

rl 


(1 1) 


4-SCH3 


T T 

rl 


-rjr 

rl 


(12) 


4 — S (O) CH 3 


T T 

rl 


T_T 

rl 


( 1 3) 


4 — S (O) 2 CH 3 


T T 

rl 


T T 

rl 


( 1 A \ 


*± IN \J 2 


H 


H 


V J- U / 


Q — C- 1ST 


H 


H 


(16) 


4— COOH 


H 


H 


(1 7) 


4-COOCH3 


H 


H 


(1 8) 


4-N (CH 3 ) 2 


H 


H 


(19) 


3 — NHC OCH, 


H 


H 


(9 0) 

\ £-1 \J / 


3-NHCON (CHO 0 


H 


H 


^ 2 1 J 


0 — O vJiN rl2 


H 

X X 


H 

X X 


(2 2) 


3— CON (CH 3 ) 2 


T T 

H 


T T 

rl 


(2 3) 


3 -OCHF2 


T T 

rl 


T_T 

rl 


(2 4) 


4 -OCF3 


T T 

rl 


T_T 

rl 


(2 5) 


4 -OCF 2 CHF 2 


T T 

rl 


T T 

rl 


(2 6) 


2-SCFs 


T T 

H 


T T i 

rl 


(2 7) 


3, 4— C 1 2 


T T 

H 


T_T 

rl 


(2 8) 


2, 4— (OCH3) 2 


T T 

H 


T T 

rl 


(29; 


0 — C H.3, 4 — U th3 


T-T 
in 


T-r 

X X 


(3 0) 


3-OC 2 H 5 , 4— OH 


H 


H 


(3 1) 


3-CF 3 , 4-C 1 


H 


H 


(3 2) 


3-C1, 4-OCF3 


H 


H 


(3 3) 


3-F, 4, 5- (OCH3) 2 


H 


H 
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n 5 - y > i: i ►) S «: i: t: i Slfc L, *<Dffi^ 

3fc*4*xrt*«14Kj&j&E*gll&U TGF-^t^tSit^i^ Jff*MHt ( 
II • iiiMn^-y^co^m) £3I#>££ Lxmm&j&b&zz. ttf-feKtiab 

tlX^Z (tfflxtf, Clin. Liver D i s. , 7, 195-210 (2003) 
^bs) 0 F^H140^SJ^i3V>T{i, lowitU^ ? =- • tj^frTs -^tlf ti^W 
ife^fll&L-CTGF-^ Of^±# U 0»<b 4:?I^L "C ggtt&Jft fc 4 & t # x. <b 

T»#«#T?TGF-j9 0*7&*±#U tf Tii I gA#»**#K*«t*ii:CJ:*) 
> ^!HSUTGF-j9W±*U IHMfcflS (#^, Il-Uffla?-^©! 

£3l£&£LT^^j£££S£ktf ? 1-^K^$*L^V*& (flxtf, Am. J. P 
hysiol. Renal Phsiol. , 278, F830-F838 (2000) 
, Kidney Int. , 64, 149-159 (2003) #!&) o ft. «m0H4* 

ofcifr, ig&KJ: OfiUfdJSkfc *) &&MMt&KffifalPi*&&1rZ> tro-e^o db/db 

GF- ^StOiiiJP«*<btLTV^ Am. J. Pathol. , 158, 1 

653-1663 (2001) #BR) o 4fc I gAlffiW^f^lHftittTli y- 1 
yy h tit, iTh y- 1 9? h CS4t & - t K X I) , AI»fclHM&fl:* 

5ISfeiS*^:40T?**o Slk*^«lWK*i-L"CaTGF-/?S«fl*t#*tS£^-"t* 
^tir J: »K W^'fbWflJ^tL^i t^^tLTV^ (#)x.t£. Kidney Int 
. , 60, 1745-1755 (2001) M0 o 5ft&iEfci3V*Ttt, *-tf>JKBl±^9§ 
ff^, WfA'ttfttijbiTskv^^KttU TGF-jSiaftW *ik^* 
«5&jtmJNI<b^)3fc#* ? M* | btLt:v>S (tfflxJf. J. Invest. Dermatol. 
, 118, 461-4 7 0 (200 1) #R8) o JJUKBifc*^ TGF-jS^ffi^ 

& <b^% «\ TGF-/?cu37-y >&mfem * mm- l rtiioiift *wm l 
fctz&mirZo i*Le>©aja»+n**$*t**^» d) a*, o. out 

%~9 9. 9 911%T^I), TOtS*i^ 9 9. 9 9lf%~0. 0 1if% 

x*>h 0 m^m&mmt, m^mzw®-2tiz&fc*?mim\X'$>t) > *»(h<e¥*p*m&& 

[0 0 13] 

ttz, ^Ib^tf (I) tt> m^-f^HM^3 K^mZtiZ TGF-j&m^ 
IM3 7-y>^fS^O^'(£jltl^^ffi#-r*o BP*>, *4t&% (I) teTGF-/?o 
|^ffl»Jt^i*^tt'&TGF-iS7>'^^-^ht**5, iot, 2Mb^% (I) 
ti. TGF-/9fpfflftJ$iJ«^O^^i: LTfUffl-r-S-k^^^^o TGF-^li, 

[J. Invest. Dermatol., Ill, 948-954 (1998) 
, F A S E B J., 16, 1967-1969 (2 0 0 2) ] . SUGF-jS 
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TGF- pm^MX-Jb&F e tu i n^fi, T G F - /3 K X J€©#^«<^ 
^LtJSaiWKfti, ^o#Sifc3iffcJS£^-t~£ t^^^tLTV^ [J. I n v e s 
t. Dermatol., 118, 993-997 (2002). <2rM#lr^& #iH 2 
000-34229 6] o «t-=>T. ^frfrlfe (I) Cfttft tl*&®J&frt Lt^tt^. 
TGF-0fEffi£PflJffi;») TGF-/? \z Sl 2>^mtM^<DWKfeM tt^ 

^^S^B^TGF-ySiJpflJa^^^^Mt/^, Wt&M (I) tTOI^a 

#t£#*-r&o ittibom^^^^^tL^^t^ (i) s-t, o. out 
%~9 9. 9 9mm%-?$>*), jfm&mmz. ai8\ 99. 9 9ii%~o. 0111% 

wfflMm**%wm%ffi.j&mi±z bK, mm&mm, itm&mnM, 

^Lxi> «tv> 0 

[0 0 14] 

(i) zmm&omwj&frt vxm^^^^u i^wtL 
#^s*»k ss-g-ak wmm&n, mum, mb&femM, %>wtu «#»k m 

StLT^jlmg-^2 g, lfiL<litM^f tLT|5j5mg~^l g *&M-iriX{£ 
iv^o miBOl lHXtt^CiI^ltTS#-tSCi2:**t?#So 

«n#jo?*>, saram, ^aA&K. Mm* 1 ; >r)\swmv>im&miu mom. 

*&i>mi£<Djim'i}£'2XM&-rz>zt&x£2>o z<D£i%mmnm& j f-r2>wt > & 
«■ (&t> #jriw) , jtm^-r^t^iv^ mmmit. mm, *i^m ( 

0. lmg~ISl5 0 0mg^4t^i^ o i fc, iftfBtf) 1 H 1 ®Xtt»IH 

v r_ ; i /> A-*^££tf££i:3 ? -e#£o n-i/aVli, Mz.lX, !RMk ?Wk^J> 

S4IifCJ:otIiS^ SUTfc hfi5;A-e^^*t LT^jO. 0 lmg^ 
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5 Omg^^-TtLif iV^ 0 tit. Mm<DlB<0& J 3-M*l®Xte&®KfrVX®.5--f2> 

a****, mmm. mm*. «*k k » 

e^feig, ^^JnXp n n. fcfc • 7RSJnXp Q B> il • spanx^ ^»x 0 d Pn ^jnXn D p 

[0 0 15] 

mmm 1 (i) (32)] 

3-T*m'-4-K Vu*i/-2(m)-*S V S >0. 6 0 g. 3-^no-4-(h'j7;vtn^ 
b^v^^XT^T't K 1 . 9 9 g, tf'J y>10ml Rtffcf^U v>> 8 8 /* 1 <^rl^-% 
MTfcfMtfnflfcLfco gafc?£3»Lfc£U RJ&&*'7k5 0ml £«L, *fffi U/S 
g H B B ^IlL, iii*rh7tKn77>4 OmK ^*-9">6 OmltiSfettSCli:!: 
«£ *K 4-H Kn^y-3-[3-[3-^nn-4-(h 'J -7;V^n^ h + >/)7x-;i/]-l-t^V-2- 
^n^;v]-2(lH)-*-/'J ^ > Mb^*** (3 2) ] ©HfeMO. 9 2 g 
1 H — NMR (2 7 0MHz, DMSO-de) $ (ppm) :7. 26 (t, 1 H, J = 7 
. 8 Hz) , 7. 32 (d, 1 H, J =8. 4 Hz) , 7. 65-7. 75 (2 H) , 7 
. 87 (d, 1H, J = 8. 4Hz), 7. 87 (d, 1 H, J = 17. OH z) , 8. 
03 (d, 1H, J = 7. 8Hz), 8. 07 (s, 1H), 8. 60 (d, 1H, J = 
15. 9Hz) > 11. 56 (s, 1H) , 17. 71 (s, 1 H) 
[0 0 16] 

mmm 2 ( is 3 ? - r > mttom^mmmm t&&ztitzis#-?- mm- zm-tz 

jEHTfc Ym%$LMWm L Mm. (Clontec htt, *^nmCC- 2 5 0 9) 1 
x 1 0 8 «BK3 7*C. 5% C0 2 MTt-MLf:o Jff*$*Lfc«BB&* P B S "C 
2®m§*Vtz'&, PBS 3 m 1 tinx.-feJV^^ W>*- (Nalgen, 
1 7 9 6 9 3) ^fflv>Ttt^^i^f,fJ^l/; 0 i«#£;h*fciffllfc*»'kfl-MI (1 , 50 
Orpnu 4t\ 15^1) £*l£PBS 2 0 m 1 (Cffiffi LTSSi'^ 

gtL/vio lfb*trt:ifcJRfc> DNA Extraction Kit (Stratagene 
*±> # * n 200600) OSolution2tllml, pronaseH 

. 8// 1 -etL-TtLip£T6 OtHtl^IH Lfcflfc. fttftfcll^WKlOfl- 

tol^o mmmi?mz±m*y ^solution 3* 4mimz.xm& 

Lfz&, ZMfo+K 5^raifcfiL^o at't^ffi (3, 0 0 0 r pnu 4^. 1 5 3^) 
L. XrffclBlJDlLTio EPR3*Lfc±iiHc. mm±mim imizt) 2 M l GDRN a s e £in 

3 7tt-15«tU;. 2j&#SOJ.^y-^*inx.-Cta^L. 
ffi3RLfcev>**W>WSt (^ADNA) ^HIlDlL/Co E|JRS*ifc*V ADN A* 7 0 % 
^^y-;VT'^L^m. JRfcLfco JR«S*Lfc$V ADNA* 1 OmM Tris-H 
C 1 , ImM EDTA (pH 8. 0) (JJIT, TEifEto ) 5 0 0^1 K»#L3fc« 
#t>^^ADNAW (yyADNA l//g«lf) EfllS-^lT^StL 
-S j&HIB^I * 4 * >; * W * KX CTR?!)*-^ 2 "Ct^ $ ft mSie^J €> ft * * U 
? K (lOpmo \/ (x 1) £-1 K 29// U TaKaRa LA 

T a q (^ffliitts * * ° ^f-fRR 0 0 2 A) ft*: buffer 5 ^ 1 , M 

g 2+ i#?£ 5/iUdNTP mixture 5^1 S^T aKaRa LA Taq (^ 

ffiSE# 2 004-3078932 
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5^FWt^ 9 4*C, l»»*v»t?6 0lC, 1#^$£>K7 2 < C, l#W<D#i&*: 

Cftf^iJ: 9, mo. 5 k b^DNA^rHIJOlL/Co E]JR£ *i/cDN A* 7 x y -;v 
• ?nn*;i/A#kSLfc^ ^ -/WitK-f* £ £ K J: <9 DN ASrEJiRLfco EUR^tt 
fcDNA*jBiW*fc»#U £W$&»«£fcNh e I 2. 5^ lMindlll 2. 5 

1 frinix.. 3 7*Ct?3^K^iaL/wo &v»T\ itW* 2%7^n-^^l^ 
W)Km-r2>Zt\z£ *K #j3. 5 k bODNAtilRU. ®JR$*Lrt:DN AS-x^ y - 
/wifelft-*S£i:fcJ:ima f DNA (&T\ a 9 ^n^- * - DN A tffl1"o ) fcE 

*^;v;Vy7x7-^t3-Kf^MWJ^ft^^^^-pGL3 (Pro 
m e g att. * * n^ig-^E 17 5 1) Bhel RVH i n dUITlftLfcft, ±IB 
fcra»te7#n-*r/um*CiM&fc#?"S£ fcfcj: »), »5 k bODNAfcEJRLfco EI 
JRSJLfcDNAfci^-^ifcJRI-fci K«t <9 WDNA£lslJRL£o 0lR£*L*:DN 
A£3fcS>M 4^K Alkaline Phosphatase (£$H3i> * * 
f 2120A) £«SffrS*i;fcB u f f e r 5 // 1 RffA lkaline Phospha 
tase (SISli ^nm2 12 0A) 1 // 1 Srinx-C iOtft^fSE* 6 5 TCT 
3 O^BftlU, lil^2|7x;-;v- ^nn*^j(iIL^ 

y-^i5fc«i-*ifc^J: l) DNA (JSLT, L u c ^ ? - D N A t sB1"o ) *ENRLfco 
^V>"C% ±B37-'f>7'n^-^-DNA 1^2 0 n g tL u c^^^-DNA $J 2 0 
n g £ ZM&Lfzfe, DNA Ligation kit Ver 2#*i&ifc&ro4*£lBL 
Tl 6TC-e-fi««iat^o S«S#«K*W5Hd« (TOYOBOtt, * * n ^# 
fDNA- 9 0 3) *JlP?L"C*.*t3 O^FItf L, 2 T\ 4 5#i^t/:t 

% #<b*ut;*:JM£ 5 o M g/m i 7>fv'j>th'J-)i (-T-a^tt, 

f0 2 7- 3 9) *-&trLB^U-ht»aU 3 7 TC. -fifcft* tfco BSU'/V 
^ 3 n^^^50^g/ml T^lfv'J L Bi&% 2 m 1 "C3 7 "C, 12R#ffl 

**tfco ftt*L^*«t*?> AUTOMAT I C DNA ISOLATION SYS 
TEMP I -5 0 (KURABOtt) ^fflv^^^? KDNA^riSIL^, li?^ 
^7*7^? KDNA©i*E59S:DNA->-^x>t-^tfU. -tott*, ^IST^ 
(EIT, COL-LuctSto ) \t. t hft*OlS3 7-y>a 2ilfef<D 
<E¥W»«*«- 3500-+57 U6¥M*&J&*:+ 1 fc-fSo ) <&«3feB?IJ<0T«Efc, 

ttc & ^.m^ie^J l-c i wtg? ti/co 

[0 0 17] 

H»3 (V'*-^-»e?-©*a**»«i:L*:«»«'6«* f *"t* I v-^it 

IE*fc M&m^it^^« 1 x 1 0 6 «£ 1 0 Ommf^ r>*KjllU *flMfc 
(&T\ FB S tlB-To Gibe ott, *^aW2 1 1 4 0- 0 7 9) * 
10 (v/v) %-a-tf Du lbecco' s —MEM (B # * n 0 5 9 

1 9) (J£TF\ SSU&fttD-MEM ( + ) iHB-To ) *C-3 7*0. 5%C0 2 #H 

^TiZ&^X— 0&J&*Lfco %.^X-m*bZ, FBSm^^Dulbecco' s-M 
EM^i (£1T. StMt-D-MEM (-) fcfB"fo ) KtUfcLfco 

D-MEM (-) 3 0 0/1 1 C, COL-Luc 5 ft P CMV- fi - g a 1 ( 

I n v i t r o g e ntt. * 9 n ^#-S§- 1 0586-014) 5^ g£tJDx.s nbtifzfe 

5 ^raiwtLfc mmi) 0 d-mem (-) 300^ iclip 

o f e c t i n e (Gi bcott> #*n^#-^l 8292-011) 20//1 SrfiDx^ 
»fetL7t«^ift*M-C4 5#WMfc*L-*: (»*2) o i:»*2 fc*S^L 

% £*lfc£ffi-Cl 05-TOlL^ SiM^D-MEM (-) 5. 4ml^jJDx-C 

ttimE#2 0 0 4-3 0 7 8 9 3 2 
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PBS-C2@»l^ f^-r>a|:0. 2 5% b U ^»mPB S 1 m 1 
SntTT*^ yVafrfeifitll^U. flJ^SfrfcSIHB&KD-MEM (+) ^Jnx.Ti< 
il£-L;fc&, iiS^I* 1 2 ->x;v^V- hi: 1 m 1 f o^jit, £*l£3 71C. 5% 
C02*l»T-e»S**LA, SB. #fx;^D-MEM (-) U21ft»Ut, 
0. 1% FBSmDulbecco' 8-MEMJ&* (BIT, SRJ&tttD-ME 
M (0. 1%) tU-to ) lmlClftU, 

£©J:3fcLT*&*3ftfc8M&fc, ft-fr**-* (3 2) -C^StL**^* (I) 
tt-Tttl 0 0 ^Mfcfca £7 Vtf-frWb* 9 ' K (&T\ DMS0£ifl-To ) 
*-C&*»ifcl 0// l**UnLfc (fWl/^M) 0 ft, MitliDMSOl 0^1^) 

lUFIf, TGF-/? (Pepro Techtt) (DO. 5 ^ g/m 1 *#»Xtt«« 
TfcSrl O/i 1«U 37t, 5%C02fl^T-C§e»J:4 0fl#WJg^Lfco 
fcffl&*PBS'C2iaiSfei£L;fc&. itiCiHiil CSCSM >**t> A^nmPD 

io) 200^1 zmkmmzmtfLtzo M&zftfcfflBZM&mmWLt LxmwLfzik 

> t*L*»'WMi (15, OOOrpm, 4*C. 5 #181) TZZtK*. *K ±»*IeIiRL 
fco ®JfcS*lrt:±?*#5 0/z 1 £9 6*x^yi/-H:^Lfcft, MI CROLUMAT 
LB96P (EG&G B E R T H O L Dtt») *JBv»T, LucTH^S (20 
mMTricine (pH7. 8) > 2. 67 mM MgS0 4 > 0. ImM EDT 
A, 3 3. 3mM DTT, 2 7 0 ^11 Coenzyme A, 53 0 ^MATP> 4 7 
0^M Lucifer in) 5 0 ,i 1 taR^V- > *f i^rt© 

»jfc*fc*5£Lrt: (D e 1 a y : 1 . 6#> Meas. Interval: 2 0#) o 

tzp-gn 1 ( 5 . 8 mM o-ni trophenyl-beta-D-ga 

1 a c t o p y r a n o s i d e, ImM MgCh, 4 5 mM 2 "7 b 
y-;v) 5 0^ lrt£T37t, 2W/^-Mfc^ ^Oo^-b'J- 

|?ffiit= [flft* (±M*inE) (*ffllia»»#J«iPE) ] / [4 2 0 nm« 

m (±.mmm) -420 nm«bfe£ («Bi&iff»*j«jnE) 3 

BIK= [IgapStt (DMSO£lb*TGF-/?»l£ifcE) -3£¥Mt§i Hb-frWRIfTG 
F-jS»tE) 3 / mW^mH. (DMSOMTGF-jJiMlE) -jE^Stt ( 
DMSO£trrGF-£*fc*2nitMftE) ] XI 0 0 

(3 2) -e^StL**^* (I) v>r*tt 7 OWt^c/; 

o ittfeO-fk^W^ TGF-jSW-S 1 1 n 7 - y Ogf iili^ Hf L 

[0 0 18] ^ 

10 0 19] 

|B?|J## 2 

tiJSE# 2004-3078932 
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HE?!I## 3 

P C R ffl ~f 9 >f -7 - t L T I M 3 9 - > mtt<D D N A fc&ffl-T * tz *b izm\r £ fitz 
12?!] #77 5 

•fu-7b UIl37-y>l^DNA^a5t^/:*}:itt?a/:t'J =f^ * 
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SEQUENCE LISTING 
<110> Sumitomo Chemical Company Limited 

<120> Composition for inhibiting transcription of I-type collagen gene comprisin 
g 2(lH)-Quinolinon compound 

<130> P156232 

<160> 5 

<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<223> Designed oligonucleotide primer to amplify collagen promoter DNA 
<400> 1 

ccaagctagc gaaattatct tttctttcat ag 32 



<210> 2 
<211> 28 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Designed oligonucleotide primer 
<400> 2 

ccaaaagctt gcagtcgtgg ccagtacc 28 



to amplify collagen promoter DNA 



<210> 3 
<211> 25 
<212> DNA 

<213> Artificial Sequence 



<223> Designed oligonucleotide primer to detect collagen 
<400> 3 

atggtggcag ccagtttga 19 



<210> 4 
<211> 21 



ffiSE# 2004-3078932 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to detect collagen DNA 
<400> 4 

caggtacgca atgctgttct tg 22 



<210> 5 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide probe to detect collagen DNA 
. <400> 5 

ctcgccttca tgcgcctgct age 23 
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1/E 



mm 
i] 

(i) 

O OR a 



(X),nr 




(i) 



xti7fcmJH^-> 7mm, ^nyvjogi^ tLT "fe i v^ci-C4t;v^;v*> C2-C 
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[#m*] 
mma] 

[&T5fc] 

tt&iE*i-*#] 

[ft*X&*#] 
[ftHA] 

[WBU*H§-] 

[*a±] 

[ft*Xli**fc] 

BIjEfcNftEB*] 
[*iIE<?>I*l#] 

[fcBfXttJBBr] 

[ft*] 

[ffi^rXfiilBr] 

[ft*] 
[»«*] 

[ttmxiiem] 
[ft*] 



P156232 

¥J&15^10j! 28 B 

#M2003-324150 
000002093 

100093285 



"HI 



AK TWfEE^ BffitfHTgl#98^- tefcft^IJiasSgrtt 

A^itJtk^iK^Bmf =t§ 1*9 s-f- mk7-*s*y- 

MfBSfiKBlLt It, #12 0 0 3 -3 2 4 1 5 0 (ttiffiB : 

<om\~ rm vts^ wrm nm, mm <£>3*£fs«£i- 
^itu?>, a»cj:i) rm *t«&, mm twa 



HiSE# 2004-3078 9 32 



#112 0 0 3-3 2 4 1 5 0 i-V I 1/E 



&Wf&m<7>^ #12 0 0 3 -3 2 4 1 5 0 

50301783847 

iibfc 6 8 9 0 

ffr&B ¥115^12^ 8B 



<wetm • fjimtit*> 
who**] 

Ett9A] 

MOT**] 



000002093 

^)f^Wf^|x^4T§ 5#3 
100093285 

*RJfc:*:Rltf 4-5-33 
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^- v : l/E 
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m m a m m m m 



MM^f^r [000002093] 
1 . B 1 9 9 0# 81280 

ft £ ft^ftflitS^tt 
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